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DETAILED ACTION 
Election/Restrictions 

Applicant's election with traverse of Group I in the reply filed on June 2, 2008 is 
acknowledged. The traversal is on the ground(s) that Groups I and II are so linked as to 
form a single inventive concept because the two groups contain vectors with similar 
properties. Additionally, there is no search burden to search all 25 claims together. 
This is not found persuasive because first, search burden is not relevant for lack of 
unity. Second, while the vectors do have similar properties, unity of invention was 
broken by Jo et al, and the Inventions in the two groups do not possess the same 
special technical feature. The T-vector of group I does not require the pHCE-FOREX 
vector of group II. Additionally, the pHCE-FOREX vector of group II, requires the use of 
AspEI sites, which are not required in group I. Thus group I and II are biologically, 
composltlonally and biologically distinct and are capable of supporting individual 
patents. 

The requirement is still deemed proper and is therefore made FINAL. 
Claims 5-7, 9 and 15-22 withdrawn from further consideration pursuant to 37 

CFR 1.142(b), as being drawn to a nonelected Invention, there being no allowable 
generic or linking claim. Applicant timely traversed the restriction (election) requirement 
In the reply filed on June 2, 2008. Claims 1-4, 8, 10-14 and 23-25 are examined. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary sl^ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-4, 8, 10, 12-14 and 23 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Jo et al in view of Poo et al. 

Jo et al (Plasmid 45:37-40, 2001 , especially pp. 37-39) teach the development of 
a T-vector with 3'-thymidine overhangs capable of functional as an expression vector, 
pNB-T with an Xcml cassette. The pNB-T vector was used to PCR clone a reporter 
gene GAPDH, using the Xcml sites, and then transformed into E. coli. This procedure 
is a one-step T-vector cloning procedure. The GAPDH gene was then expressed and 
produced (see Figure 2). The GAPDH gene was amplified using forward and reverse 
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primers for PGR. However, they do not teach using a constitutive high-level expression 
vector, or a pHCE vector. 

Poo et al (Biotech. Letters 24: 1 185-1 189, 2002, specifically pp. 1 185-1 186) 
teach a pHCE vector for constitutive high-level expression. 

The ordinary skilled artisan, desiring to have a T-vector comprising constitutive 
high-level expression would have been motivated to combine the teachings of Jo et al 
teaching the development of a T-vector with 3'-thymidine overhangs capable of 
functional as an expression vector, pNB-T with an Xcml cassette with the teachings of 
Poo et al, teaching the pHCE vector because Poo et al state that the pHCE system 
produces twice the amount of protein over the pET vector system. It would have been 
obvious to one of ordinary skill in the art to use pHCE because Poo et al teach that the 
vector contains the constitutive promoter, HCE, and constitutive promoters facilitate 
high-level expression of foreign proteins without induction. Given the teachings of the 
prior art and the level of the ordinary skilled artisan at the time of the applicant's 
invention, it must be considered, absent evidence to the contrary, that said skilled 
artisan would have had a reasonable expectation of success in practicing the claimed 
invention. 

Glaims 11-12 and 24-25 are rejected under 35 U.S.G. 103(a) as being 
unpatentable over Jo et al and Poo et al as applied to claims 1-4, 8, 10, 12-14 and 23 
above, and further in view of Rowe et al and Velterop et al. 
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Jo et al teach all of the limitations as described above. However, they do not 
teach the expression vector with a gene as a PGR product amplified using primers 
having the amino terminal end of ATG, and a primer specific to the base sequence of 
the gene. 

Poo et al teach all of the limitations described above. However, they do not 
teach the expression vector with a gene as a PGR product amplified using primers 
having the amino terminal end of ATG, and a primer specific to the base sequence of 
the gene. 

Rowe etal (Gene 216(1 ):215-23, 1998, especially fig. 2) teach an integrative 
vector (pGJR24) constructed for use in the erythromycin producer Saccharopolyspora 
erythraea and in other actinomycetes. It includes the pathway-specific activator gene 
actll-0RF4 from the actinorhodin biosynthetic gene cluster of Streptomyces coelicolor. 
The acti promoter and the associated ribosome binding site are located upstream of an 
Nde\ site (5'-CATATG-3') which encompasses the actI start codon. Construction of the 
expression vector pGJR24 was as follows: A 970-bp DNA fragment (containing the 
actll-0RF4 activator gene) was amplified using PGR from pMF1015 using primers 
which introduced a flanking Spe\ restriction site upstream of the gene and an AflW site 
downstream. This fragment was introduced into /Aafll-digested and end-repaired pUC19 
to yield pCJR18. A 215-bp DNA fragment (containing the bidirectional promoter pair 
Pactiii/Pacti) was amplified from pMV400 using synthetic primers which introduced an >4f/ll 
site suitably positioned to serve as the start codon for genes to be expressed from Pactiii 
and an Nde I site suitably positioned for expression of genes from Pacti- This PGR 
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product was digested witli >4f/ll and A/c/el and cloned into pCJR18 previously digested 
with AflW and A/c/el to generate pCJR19. A 1 .1-kb H/ndlll-Sp/?l fragment containing the 
fsr gene was amplified from plJ922 introducing the flanking sites in the primers. This 
fragment was digested with H/ndlll and Sph\ and introduced into similarly digested 
pCJR19 to give pCJR24. Therefore, the expression vector contains a gene as a PGR 
product amplified using primers having the amino terminal end of ATG, and a primer 
specific to the base sequence of the gene. 

Velterop et al (Gene 153(1):63-5, 1995, specifically p. 63) teach a vector for use 
in transforming E. coli containing an Ndel site. 

The ordinary skilled artisan, desiring to have an expression vector with a gene as 
a PGR product amplified using primers having the amino terminal end of ATG, and a 
primer specific to the base sequence of the gene would have been motivated to 
combine the teachings of Jo et al teaching the development of a T-vector with 3'- 
thymidine overhangs capable of functional as an expression vector, pNB-T with an Xcml 
cassette with the teachings of Poo et al, teaching the pHGE vector, with Rowe et al 
teaching an expression vector with a gene as a PGR product amplified using primers 
having the amino terminal end of ATG, and a primer specific to the base sequence of 
the gene, with Velterop et al teaching a vector for use in transforming E. coli containing 
an Ndel site because Velterop et al teach that the Ndel site permits cloning of a gene at 
its translation start point without altering the amino-acid sequence of the synthesized 
protein. It would have been obvious to one of ordinary skill in the art because Velterop 
et al teach that an altered second amino acid is avoided by using an Ndel site. Given 
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the teachings of the prior art and the level of the ordinary skilled artisan at the time of 
the applicant's invention, it must be considered, absent evidence to the contrary, that 
said skilled artisan would have had a reasonable expectation of success in practicing 
the claimed invention. 

Allowable Subject Matter 

No claims are allowed. 

Any Inquiry concerning this communication or earlier communications from the 
examiner should be directed to MICHELE K. JOIKE whose telephone number is 
(571)272-5915. The examiner can normally be reached on M-F, 9:00-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woltach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Michele K Joike, Ph.D./ 



Michele K Joike, Ph.D. 

Examiner 

Art Unit 1636 



